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Office Action Summary 



Application No. 

09/912.436 



Examiner 

Lorraine Spector.Ph.D. 



Appiicant(s) 
JELTSCHETAL. 



Art Unit 
1647 



_ fyi^fUNO DATE of Ms communication appears on the cover sh—t with the c trespond^ncm address - 

Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE ^ MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extension of time may be avaflabte umJer the provisions of 37 CFR 1. 13e(a) In no event howftv«r. may a reply be timely filed 

after SIX (6) MONTHS (rom the maiflns date of this oomnrwntotion. ..-^.-^ 

- tf the period for reply spedfied above is k»s than tNrty (30} days, a reply ^ ^ 

- If NO period for reply is specified above, the maximum statutory period will apply aiwS will expire SIX (6) WWTHS from me r^^^^ communication. 
. Failure to reply within the set or extended period fbr reply wSI, by sUtute. cause the application to become ABANDONH) (35 U.S.C. § 133). 

- Any reply received by the Office later than three months after the mailing dale of this oonwnunication, even rf timely filed, may reduce any 
earned patent term adiustment. See 37 CFR 1704(b). 

Status 

1 )□ Responsive to communication(s) filed on . 

2a)n This action is FINAL. 2b)S This action is non-final. 

3) n Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Exparfe Quayle, 1935 CD. 11. 453 O.G. 213. 

Disposition of Claims 

4) S Claim(s) 1-18 is/are pending in the application. 

4a) Of the above claim(s) _ 



is/are withdrawn from consideration. 



5)n Clalm{s), 



is/are allowed. 



6)S Claim(s) MM 's/are rejected. 
?)□ Clainn(s) is/are objected to. 



8)n Ciaim(s), 



are subject to restriction and/or election requirement. 



Application Papers 

9)^ The specification is objected to by the Examiner. 
10)0 The drawing(s) filed on 



is/are: a)n accepted or b)D objected to by the Examiner. 



Applicant may not request that any ot}iection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a)- 
Replacement drawing sheet(s) including the correction is required if the dfawing(3) is objected to. See 37 CFR 1.121(d). 
11 )□ The oath or dedaratton is objected to by the Examiner, Note the attached Office Action or form PTO-152. 
Priority under 35 U.S.C. §§ 119 and 120 

12) 0 Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 

a)[i] All b)n Some * c)^ None of: 

1 Certified copies of the priority documents have been received. 

2.n Certified copies of the priority documents have been received in Application No. . 

30 Copies of the certified copies of the priority documents have been received in this National Stage 
application fi om the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 

13) E Acknowiedgment is made of a claim for domestic priority under 35 U.S.C. § 119(e) (to a provisional application) 

since a specific reference was included in the first sentence of the specification or in an Application Data Sheet. 
37 CFR 1.78. 

a) □ The translation of the foreign language provisional application has been received. 

14) 0 Acknowledgment made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121 since a specific 

reference was incl d in the first sentence of the specification or in an Application Data Sheet, 37 CFR 1.78. 



Attachment(s) 

n P^tm ce of References Cited (PTO-892) 

2) U Notice of Draftsperson's Patcf .t Oravving Review (PTO-948) 
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Part III: Detaite 1 Office Action 

Claims 1-1 S are pending and under consideration. 

Formal Matte r^: : 

The disclosiirc is objected to because it contains an embedded hyperlink and/or other 
form of browser-executable code. For example, see page 13. Applicant is required to delete the 
embedded hyp tnd/or other form of browser-executable code. See MPEP § 608.01, 



Objections an ^^ ' rt rons under 35 US,C. SI J 2: 



The following 

The specificn 
matter whih. 

Claims 1- 
failing to partic 
the invention. 

The ci 
that sequence 
claim has a se 
least one put:s 
NO: 1,3 or 5. 
ofSEQIDNv 
or the equival 

The c- 
been "insert^' 
denotes a len^^ 
of substUutio 
molecule. W 
seem to be 1' 
applicants int 



. station of the second paragraph of 35 U.S.C. 1 12: 

n shall conclude with one or more claims particularly pointing out and distinctly claiming the subjea 
tije applicant regards as his invention, 

1 8 are rejected under 35 U.S.C. 112, second paragraph, as being indefinite for 
; y point out and distinctly claim the subject matter which applicant regards as 

indefinite because they both require a particular sequence, and require that 
cd, that is, not be the recited sequence. Using claim 1 as an example, the 
that may be SEQ ID NO; 1, 3 or 5, and "a nucleotide sequence encoding at 
lycosylation site inserted therein'', so that it would no longer be SEQ ID 
i ge such as "consisting of a variant of SEQ ID NO: 1 , 3 or 5 which consists 
; 5 which has been altered to add at least one putative N-glycosylation site'* 
J be remedial. 

c also indefinite because of the recitation that the glycosylation site has 
he protein. Art-accepted usage of the word "inserted'* or "insertion** 
f the resultant molecule. However, the invention as disclosed is the result 
.iO acids to form a glycosylation site without lengthening the resultant 
-oal can also be achieved by insertion of additional codons, such would 
le invention to exclude the working example. As it is not clear what 
;serting" the claims that recite such are indefinite. 



Application/Cor Numb«:: 09/912,436 
Art Unit: 1647 



Page 3 



Claim 1 
hybridize to a 
washing. The 
specification br^ 
bounds of the c 
13 of the speci 
limiting. 

Claim 1 
a soluble VEC 
''produced by" 

The rc. 



. ther indefinite because the metes and bounds of those nucleic acids that will 
1 sequence are dependent upon the conditions used for hybridization and 
; ^'stringent conditions" is a relative term, and neither the claim nor the 
life and meaning into the term to allow determination of the metes and 
. It is noted that exemplary hybridization conditions are disclosed at page 
however said definition is incomplete, and is merely exemplary, and non- 

definitc because it is not clear what is intended by "increasing an amount of 
iom a host cell"; amendment to replace **from" with **secreted by " or 
be remedial. 

^ claims are rejected for depending from an indefinite claim. 



Thefoli is a quotation ofthe first paragraph of 35 U.S.C. 112: 
The spec] ( ill contain a written description of the invention, and of the manner and process of making and 
usin^^ it, i; , ch dear, concise, and exact terms as to enable any person skilled in the art to which it pertains, or 
with vs I ! is rM early connected, to make and use the sanw and shall set forth the best mode contemplated by the 
inventor i '^r ..g out his invention. 

Claims , 3, 5, 7, and 8 are rejected under 35 U.S.C. 112, first paragraph, as containing 
subject matter >hich was not described in the specification in such a way as to reasonably 
convey to one illed . the relevant art that the inventor(s), at the time the application was filed, 
had possessic f the aimed invention. 

The clai s ai e drawn to nucleic acids of unspecified structure. Claim 1 requires only that 
the claimed he leic acid "hybridizes under stringent conditions" to a reference sequence, and 
have "at Icasi le putative N-glycosylation site inserted therein". It is generally accepted in the 
art that only limitH stretch of identity is required for two sequences to hybridize under 
*'stringeiu" 'tion , commonly as little as 23 nucleotides, which is not sufficient to encode 
any significaiK onserved structural feature that would lend function to the encoded protein. 
Further, tlie Ci ms have no functional limitations as to either the nucleic acid itself of any 
protein that i.. ht be encoded thereby. The specification, on the other hand, is clearly drawn to 
nucleic acidr t encr a specific protein, VEGF-B, the sequence of which has been altered to 
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comprise one or more putative N-linked glycosylation sites, which sites are characterized by the 
amino acid sequence "NXT*. There is no evidence of conception of an invention commensurate 
with the breadth being claimed. 

VaS'Cath Inc. v. Mahurkar. 19USPQ2d 1111, clearly states that "applicant must convey 
with reasonable clarity to those skilled in the art that, as of the filing date sought, he or she was 
in possession of the invention. The invention is, for purposes of the 'written description' inquiry, 
whatever is now claimed^ (See page 1 1 17,) The specification does not "clearly allow persons of 
ordinary skill in the art to recognize that [he or she] invented what is claimed." (See Vas-Cath at 
page 1116). 

With the exception of the sequences referred to above, the skilled artisan cannot envision 
the detailed chemical structure of tliC encompassed polynucleotides, and therefore conception is 
not achieved until reduction to practice has occurred, regardless of the complexity or simplicity 
of the method of isolation, Adequ Ue written description requires more than a mere statement 
that it is part of the invention and reference to a potential method of isolating it. The nucleic acid 
itself is required. See Fiers v. Revc ^ 25 USPQ2d 1601 at 1606 (CAFC 1993) m^Amgen Inc. v. 
Chugai Pharmaceutical Co. Ltd, I L USPQ2d 1016. 

One cannot describe what o..c has not conceived. See Fiddes v. Baird, 30 USPQ2d 1481 
at 1483. In Fiddes, claims directc^: lo manmialian FGF*s were found to be unpatentable due to 
lack of written description for th: broad class. The specification provided only the bovine 
sequence* 

Therefore, only SEQ ID N ; 1, 3 or 5, modified by the introduction of N-glycosylation 
sites, but not the full breadth of claim meets the written description provision of 35 U.S.C. 
§112, first paragraph. Applicai.. Is reminded that Vas-Cath makes clear that the written 
description provision of 35 US/ . §112 is severable fi^om its enablement provision (see page 

1115). 

Claims 1-5, 7-13, and \l 7 arc rejected under 35 U.S.C. 112, first paragraph, as 
containing subject matter which \ . not described in the specification in such a way as to enable 
oae skilled in the art to which i. tains, or with which it is most nearly connected, to make 
and/or use the invention. 
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The factors considered when determining if the disclosure satisfies the enablement 
requirement and whether any nec sary experimentation is "undue" include, but are not limited 

to: 

1) nature of the invention, 2) state of the prior art, 3) relative skill of those in the art, 4) level of 
predictability in the art, 5) existence of working examples, 6) breadth of claims, 7) amount of 
direction or guidance by the inve^ r» and 8) quantity of experimentation needed to make or use 
the invention. In re Wands, 858 1 ^ 731, 737, 8 USPQ2d 1400, 1404 (Fed. Cir. 1988). 

s the insertion of N-glycosylation sites in to VEGF-B. The 
low, is that VEGF-B was known, that it was known that the 
: was further known that glycosylation of VEGF-A increases 
^in without affecting biological activity, and finally, it was 
ycosylation sites into proteins, although it is not predictable 
a site will actually be glycosylated. The breadth of the 
dims are not limited to proteins with VEGF activity, nor are 
iue to the inclusion of "hybridization" language in numerous 
z nor function to be conserved by the protein or the nucleic 
.ired , as in claim 1, to actually encode any protein. While 
would certainly know how to make glycosylated variants of 
ig such, and would fiirther know how to use such, the 
aate guidance as to how to make or use variants that are 
I, nucleic acids that do not encode protein having VEGF 
function or having distinct but unspecified function- 
experimentation to make and use the invention in a manner 



The nature of the inventi 
state of the prior art, as discussed 
protein was not glycosylated, Hk.: 
recombinant production of the { 
known in the art how to introdu. 
whether or not a given glycosy. 
claims, however, is extreme. I I 
tliey limited by particular structu: 
of the claims. There is no stn- 
acids, which themselves are no^ 
the person of ordinary skill in th 
VEGF-B and nucleic acids tu 
specification docs not provide 
defined by "hybridization" lai 
activity, or proteins without 
Accordingly, it would require u 
commensurate in scope with the 



The following is a quotn f 35 U.S.C. 103(a) which forms the basis for all 



obviousness rejections set forth 
(a) A patent may not be obtained 
102 of this title, if the difference 
subject matter as a whole would 
in the art to which said subject v 
invention was made. 



; Office action: 

the invention is not identically disclosed or described as set forth in section 
n the subject matter sought to be patented and the prior art are such that the 
n obvious at the time the invention was made to a person having ordinary skill 
. lains. Patentability shall not be negatived by the manner in which the 
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This application currently 
claims under 35 U.S.C. 103(a), 
claims was commonly owned 
evidence to the contrary, Applica 
the inventor and invention dates r 
invention was made in order foi 
and potential 35 U.S.C. 102(e), ( 

Claims 1-9, 11, and 13- i 
Eriksson et al. (U.S. Patent Nun. 
and Keyt et al. (U.S. Patent Nui.. 

Eriksson et al disclosv 
conservation among PDGF-A ; 
figure that the sole glycosylation 
residues 65-67 of VEGF-B as . i 
Figure 9 is mouse. At figure 
they are highly similar^ and 
glycosylation site of VEGF-A 
compositions comprising the V l^v 

Eriksson et al. do not 
protein or making nucleic aci( 
compositions comprising hepai 

Claffey et al. disclose a 
Tyrosine, thus eliminating the 
page 7, they state that the acti 
wild-type, glycosylated form, 1 
that of wild-type. Claffey etal 

Keyt et al. teach varian 
N-linked glycosylation sites at 
encode such as site, and that 
motifs. Addition of glycosylat 



ames joint inventors, to considering patentability of the 
examiner presumes that the subject matter of the various 
time any inventions covered therein were made absent any 
is advised of the obligation under 37 CFR 1.56 to point out 
ach claim that was not commonly owned at the time a later 
examiner to consider the applicability of 35 U.S.C. 103(c) 
(g) prior art under 35 U.S.C. 103(a). 
rejected under 35 U.S.C. 103(a) as being unpatentable over 
5,607,918) in view of Claffey et al. (BBA 1246:1-9, 1995) 
,020,473). 

JF-B. At figure 9, an alignment is provided, showing 
3, PLGF, VEGF, and VEGF-B. It can be seen from that 
of VEGF-A (**NIT") occurs at a position corresponding to 
cred in the current specification ("QVR") The VEGF-B of 
se and human VEGF-B are aligned, and it can be seen that 
ical in sequence at the position corresponding to the 
combinant expression of the protein and pharmaceutical 
i protein are claimed. 

se introducing added N-glycosylation into the VEGF-B 
)ding such a species, nor do they disclose pharmaceutical 
VEGF-B. 

It of VEGF-A in which Asn at residue 74 is replaced with 
-linked glycosylation site in the protein - see Figure 3. At 
the non-glycosylated form was comparable to that of the 
t secretion of the non-glycosylated form was only 50% of 

3GF-A. At column 8, they teach that the protein may have 
J it via recombinant expression of nucleic acids altered to 
ed glycosylation may occur at Asn-X-Ser or Asn-X-Thr 
s is also discussed at column 13, At columns 35-36, Keyt 
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discuss the results of glycosylat 
that elimination of glycosylation 
showed that glycosylation via i ^ 
interfere with receptor binding 
binding to the KDR receptor, a; 
but not KDR binding. 

It would have been ol 
invention was made to mod' 
glycosylation site at the positio 
Such introduction of new glycc 
Keyt et al., and the person of c 
modification in view of ClafL 
better than, and has activity t 
Eriksson's alignment of the rcj 
where in VEGF-B the equival. 
motivation to make the change 
The person of ordinary skill 
expected the VEGF-B so obtai 
as well or better than non-glyc 
related protein. Accordingly, 
cited prior art. 

Claims 10 and 12 ai 
Eriksson et al. (U.S. Patent N 
and Keyt et al. (U.S, Patent N 
and further in view of Erikss 
Patent Number 5,85 1,989). 

Claim 10 recites that t 
recites that the host cell ex] 
expressed. 



idded variants of VEGF-A. They reiterate Claffey's result 
esidue 75 did not affect receptor binding. They additionally 
lotion of a "neoglycosylation site** at residues 42-44 did not 
that glycosylation at residues 82-84 resulted in decreased 
:ra glycosylation at position 64 was shown to decrease Flt-l 

to the person of ordinary skill in the art at the time the 
^GF-B, as taught by Eriksson et al., by introducing a 
sponding to the position at which VEGF-A is glycosylated, 
on sites is routine in the art, as taught by Claffey et al« and 
ry skill in the art would have been motivated to make the 
.d Keyt's teachings that glycosylated VEGF-A is secreted 
-nt to, non-glycosylated VEGF-A, and taken in view of 
jteins, including VEGF-A and VEGF-B, thus pointing out 
lion is. The possibility of better secretion would be ample 
ch would facilitate recombinant production of the protein, 
art , making this modification, would reasonably have 
etain its biological function, and to be secreted fi"om cells 
i VEGF-B, as that was the result with VEGF-A, a closely 
cntion, taken as a whole, is prima facie obvious over the 

under 35 U.S.C. 103(a) as being unpatentable over 
,607,918) in view of Claffey et al. (BBA 1246:1-9, 1995) 
,020,473) as applied to claims 1-9, 11, and 13-18 above, 
i.S. Patent Number 5,840,693) and Chamow et al. (U.S. 

:in composition further comprises heparin, and Claim 12 
the protein is exposed to heparin after the protein is 
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Eriksson -2 discloses t: 
the release of VEGF-B dimers 
comprising VEGF-B and hepa^ 

Chamow et al. disclose 
proteins such as VEGF; see ab 

It would have been ol 
invention was made to trea: 
obvious above with heparin air 
secreted dimers, as taught by L 

It would have been fiirti 
invention was made to fon 
heparin as taught by both Er 
pharmaceutical with an extent 
have expected success, in v' 
teachings of the advantages o 
subject matter, taken as a who 



atment of cells expression VEGF-B with heparin results in 
the cells, see col 20, and additionally claims compositions 
^ claims 10 and 11. 

heparin increases the serum half-life of heparin binding 

iid claims. 

to the person of ordinary skill in the art at the time the 
expressing recombinant glycosylated VEGF-B as found 
c by Eriksson-2, for the purpose of increasing the yield of 

-2. 

ious to the person of ordinary skill in the art at the tiine the 
::ompositions comprising the glycosylated VEGF-B and 

and by Chamow et al., for the purpose of obtaining a 
Ifc, One would have been motivated to do so , and would 
'^e claims of both of the secondary references, and the 

found in the Chamow patent. Accordingly, the claimed 
la facie obvious over the prior art. 



Conclusion 

No claim is allowed. 

Any inquiry concen 
Examiner should be directed 
1793. Dr. Spector can norm. 
Effective 1/21/2004, Dr. Spec 

If attempts to reach 
supervisor, Dr. Gary Kun 
number will be 571-272-0887 

Any inquiry of a gene 
should be directed to the Gror 

Certain papers related 
transmission The faxing of s' 
Gazette, 1156 OG 61 (Novc 
C.F.R. § 1.6(d)). NOTE: I 
should be retained by app! 
SHOULD BE SUBMITTED ^ 



communication or earlier communications from the 
[ne M, Spector, whose telephone number is (703) 308- 
^ached Monday through Friday, 9:00 A-M. to 5:30 P.M. 
yhone number will be 571-272-0893. 

TOiner by telephone arc unsuccessful, the Examiner's 
3)308-4623. Effective 1/21/2004, Dr. Kunz' telephone 



or relating to the status of this application or proceeding 
nist at telephone number (703) 308-0196. 

'^plication may be submitted to Group 1800 by facsimile 
; must conform with the notices published in the Official 
1993) and 1157 OG 94 (December 28, 1993) (sec 37 
t does submit a paper by fax, the original signed copy 
pplicant's representative. NO DUPLICATE COPIES 
M the processii g of duplicate papers in the Office. 
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Official papers filed I 
or (703)872-9307 (after fina 
should be directed to (703) 1 
571-273-0893. 



u\d be directed to (703) 872-9306 (before final rejection) 
J draft or informal communications with the examiner 
Effective 1/21/2004^ Dr. Spector*s fax number will be 




1/2/2004 



